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W HAT IS C LAIMED IS: 

1. A (S)-secondarv alcohol having a general structural formula: 

a OH 

\ NH O R 

Y 

O 

wherein is Ci-Cn> alkyh and X is halogen, alkylsulfonyf or 
arylsulfonyl, or a salt or hydrate thereof. 

2. The (S)-secondary alcohol of claim 1 wherein R 3 is C 4 -C 7 

tertiary alkyl. 

3. The (S)-secondary alcohol of claim 2 wherein R/ is tertiary 

butyl. 

4. The (S)-secondary alcohol of claim I wherein X is CI. 

5. The (S)-secondary alcohol of claim 1 hav ing a name tert-butyl 
(2S)-3-ch!oro-2-hydro\yprop\icarbamatc. 

6. The (S)-secondary alcohol of claim 1 in crystalline form. 
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7. An (S)-cstcr ha\ ing a general structural formula: 

X OR 4 

^ NH O — R ' 

Y 

O 

wherein R' is C\-C\ u alkyh R 4 is C\-C> alkylcarbonyl, and X is 
halogen, alkylsulfonyl, or aryisulfonyk or a salt or hydrate thereof. 

8. The (S)-ester of claim 7 w here R' is C4-C7 tertiary alkyk 

9. The (S)-ester of claim 8 where R } is tertiary butyl. 

10. The (S)-ester of claim 7 where X is Ch 

1 1 . The (S)-ester of claim 7 having a name ( 1 S)-2-[(tert- 
butoxycarbonyl)amino]- 1 -(chloromethyl)ethyl acetate. 

12. The (S)-cster of claim 7 in crystalline form. 

13. An (S)-epoxide having a general structural formula: 



o 



z 




NH O R' 



Y 
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wherein R 1 is CVCm alkyl. or a salt or hydrate thereof, in crystalline 

form. 

14. The (S)-epoxide of claim 13 wherein R' is C 4 -C- tertiary alkyl 

15. The (S)-epoxidc of claim 14 w herein R 1 is tertiary butyl. 

16. The (S)-epoxide of claim 13 having a name tert-butyl (2S)- 
o x i ran y 1 m e t h y 1 c arb am ate. 

17. An (S)-intermediate having a general structural formula: 



o 




Y 

o 

wherein R l is an aryi group, optionally substituted, and R; is CVCio 
alkyl, or a salt or hydrate thereof. 

IS. The (S)-intennediate of claim 17 wherein R 1 is: 




wherein Q ] is: R ,0 R n N. 



• 
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A' 



Z 1 N 



\ 



z- 

\ 



m 



or 0 miti R s taken together are dihydropyrrolidine. optionally substituted with R~; 
7} is CH;(CH;) P . CH(OH)(CH:) r . orC(O); 
7: is (0) P S, O, or N(R' 
5 7: is (0) P S orO; 

A 1 is H or CH;; 

A" is selected from the group consisting of: 

a) H, 

b) HO. 

10 c)CH,. 

d) ClhO, 

e) R l4 OCH : =C(0)NH. 

f) R 1? OC(0)NH. 

g) (Ci-C.Oalkoxycarbonyl. 
15 h) HOCH : . 

i) CH-ONH. 

j)CH;.C(0). 

k) CH 3 C(0)CH ; , 
1) CH;C(OCH : CH : 0).and 
2(1 m) CH.,C(OCH;CH : 0)CH : . 

or A'-C-A : taken together are CH -,-C(OCH : CH : 0). C(O). or C( - \R :: ); 
R s is H or F. or is taken together with Q' as above: 
R" is H or F; 

R ' and R 1 1 are taken together with the N atom to form a 3.7- 
25 dia/abicyclo[3.3.0]octane. pyrrole. pyra/ole. imidazole. 1 ,2.3-tria/ole. 1 ,2.4-tria/ole. 
morpholine or a pipera/ine group, optionally substituted w ith R 1 ; 
R " is selected from the group consisting of: 
aK fhQO) . 
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b) HC(O) . 

c) C'1;CHC(C>) , 

d) HOCH : C(0)-. 

0) CH;-SO; . 

0 F : CHC(0) , 

g) H.-CC(0)OCH : C(0)-, 

h) HC(0)OCH : C(0) , 

1) R :, C(0)OCH : C(0)- 

j) H,CCHCH : OCH 2 C(0)--. 
k) bcnzylOCH 2 C(0)-, 
l)-m) 




R 1 is selected from the group consisting of: 

a) R 14 OC(R' (, )(R 17 )C(0)-. 

b) R"OC(0) . 

c) R lx C(0)-. 

d) H.,CC(0)(CH;) ; C(0)- 

C)R'"SO; -. 

0HOCH 2 C(O) . 

g) R : "(CH;) : . 

h) R :i C(0)OCH : C(0) . 

i) (CH;);NCH : C(0)NH-. 
j)NCCH : . 

k) F 2 CHCH : . 
l)-m) 
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and 



10 



15 



20 



R u is H. CM;, benzyl, or CH.C(O)- ; 

R L " is (Ci-C:)alkyL aryl. or benzyl; 

R"' and R' . independently, are H or CH 3 ; 

R |s is selected from the group consisting of: 

a) H-. 

b) (C : -C 4 )alkyl. 

c) aryKCH 2 )„„ 

d) ClH : C . 

e) CI : HC . 

f) FM;C . 

g) F 2 HC . and 

h) (C\-C ( ,)cycloalkyl; 

R 1 ' is selected from the group consisting of: 

a) CM .. 

b) CH;C1, 

O CH : CII- CIL. 

d) aryl. and 

e) CM : CN; 

R : " is OH. CH.O . or K: 



R" is selected from the group consisting of: 



a) CM;. . 



b) HOCH : . 



c) aniline, or 



d) (CH .bN C 
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a) HO- 
li ) CTLO- 

c) H;N- 

d) CH. -.0(7(0)0 . 

5 e) CH;C(0)OCH;C(0)0 . 

0 aryl-CH 2 OCH : C(0)0 . 

g) H0(CH : ) : 0 . 

h) CH,0CH;0(CH:) 2 0 , and 

i) CFLOCFLO ; 
10 m is 0 or 1 ; 

n is 1-3; 

p is 0-2; and 

aryl is unsubstituted phenyl or phenyl unsubstituted with one of the following: 
a) F, 

15 b)Cl, 

c) OCH 3 . 

d) OH. 

e) NFL, 

0 (C,-C 4 )alkyl. 
20 g) OC(0)OCLh. or 

h) NO : ; 
and protected forms thereof. 

19. The (S)-intermediate of claim 18 wherein R 1 is selected from 
25 the group consisting of 3-fluoro-4-[4-(ben/\io\ycarbonyl )- 1 -pipera/inyl ]phenyl. 3- 
fluoro-4-(4-morpholinyi )phenyl. 4-( 1 . 1 -dioxohexahydro- 1 >.'-thiopyran-4-yi)-3- 
naorophenyl. 3-fluoro-4-tetrahydro-2H-thiopyran-4-ylphcnyl. 3.5-dilluoro-4-(4- 
thiomorpholinyDphenyl. 3-fluoro-4-( 3-thietan\i)phenyl. and 4-( 1 .1 -dio.xido-3- 
thietanyl)-3-fluorophcnyl. 
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20. An (SHntermediate of claim 17 where R is is CVO tertiary 

alkyl. 

21 . An < SHntermediate of claim 20 where R" is tertiary butyl. 



22. An (S)-intermediate of claim 17 having a name (S)-N-[[3-(3- 
Fluoro-4Miioniholinylphenyl)-2-o\o-5-oxazolidinyl]mcthyl](tert-butoxy)carb 

23. A method of preparing a secondary alcohol having a general 
structural formula: 



X OH 



NH O — R 3 

If 

O 

wherein X is a halogen, alkylsulfonyl, or arylsulfonyl, and is Ci-Cio 
alkyl, or a salt or hydrate thereof, 

comprising contacting an (S)o-carbon amino alcohol having a general 
structural formula: 



X-CH : -C (St "H(OH)-CH : -NH/ 



with a base and an carbonylating agent selected from the group 
consisting of a haloformate having a formula R'O-CO-X and a dialkyldicarbonatc 
havine a fonnula R 1 OCO:R"\ 



24. The method of claim 23 further comprising isolating the 
secondary alcohol in a crystalline form. 



# 
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25. The method of claim 23 w herein the base is a tri(C r C^ 

alk\ l)amine. 



26. A method of preparing a (S)-secondary ester having a general 
5 structural formula: 



X OR 4 

MM O R 3 




O 



wherein X is a halogen, alkylsulfonyl, or arylsulfonyl, R 3 is CVCio 
alkyl, and R 4 is C1-C5 alkylcarbonyL or a salt or hydrate thereof, 
10 comprising contacting an (S)-secondary alcohol having a general 

structural formula: 




X OH 




NH O R-* 



Y 



with a base and an acylating agent selected from the group consisting 
5 of an acid anhydride having a formula 0(R 4 ):, and an actuated acid having a formula 
R J X. 



27. The method of claim 26 further comprising isolating the 
secondary alcohol in a crystalline form. 

20 

28. The method of claim 26 wherein the base is a tri(d-C\ 

alk\ Damine. 
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29. A method of preparing a (S)-epoxide having a general 
structural formula: 



o 




o 



5 wherein R 3 is Ci-Cm alkyh or a salt or hydrate thereof, comprising 

contacting 

a) an (S)-secondary alcohol having a general structural formula: 



x oh 

^ NH O — R 3 

Y 

O 

10 wherein X is a halogen, alkylsulfonyl, or arylsulfonyl; or 

b) an (S)-ester having a general structural formula: 



OR 4 

^\ Nh C R 1 

Y 

o 

wherein R 4 is CVC\ alkylcarbonyl, with a lithium cation and a base 
1 5 whose conjugate acid has a pKa of greater than about 8. 

30. The method of claim 2 C > further comprising isolating the 
secondarv alcohol in a crvstalline form. 




20 



31 



The method of claim 29 wherein the base is a tertiarv-butoxide 
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IDS 



32. A method of preparing an (S)-o\a/olidinonc having a general 
structural fommla: 

o 

N O 

NH O R 

Y 

O 

5 

wherein R ; is Ci-Cio alkyl, and R 1 is optionally substituted aryi, or a 
salt or hydrate thereof, comprising contacting a carbamate having a general structural 
formula: 

10 R^NH-CO-O-CH-R 2 

w herein R : is selected from the group consisting of C|-C:o alkyl, CA-C- 
cycloalkyl, aryl optionally substituted with one or two d-CA alkyl or halogen groups, 
allyl, 3-mcthylallyk 3,3-dimethylallyl, vinyl styrylmethyl, benzyl optionally 
15 substituted on the phenyl with one or two CI, C r C 4 alkyl nitro, cyano, or 
trifluoromethyl groups, 9-fluorenylmethyl, trichloromcthylmethyl, 2- 
trimethvlsilylethyl, phenviethyl, 1-adamantyl, diphenyhnethyk 1,1- 
dimcthylpropargyl. 2-furanylmethyl, isobornyl, and hydrogen, or a salt or hydrate 
thereof, with 

20 i) a secondary alcohol having a general structural formula: 

X OH 
^ ^ NH O R' 

Y 

O 
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w herein X is halogen, alkylsulfonyl. or ar\ lsul fonvl, or a salt or 
hydrate thereof; 

ii) an (S)-epoxide having a general structural formula: 



o 



z 




o 

or lii) an (S)-ester having a general structural formula: 



X OR 4 




O 



wherein R 4 is C,-C> alkylcarbonyl; in the presence of a lithium cation 
and a base whose conjugate acid has a pKa of greater than about 8. 

33. The method of claim 32 further comprising isolating the (S)- 
oxazolidonone in a crystalline form. 

3-f The method of claim 32 wherein R 1 is: 




wherein Q 1 is: R ! "R :; \. 




or Q 1 and R s taken together are dihydropyrrolidine, optionally substituted with R 1 "; 
Z 1 is CH : (CH : ) P , CH(OH)(CH 2 ) p , or C(O); 
Z" is (0) P S. O. or N(R"); 
Z" is (0) P S or O; 
A 1 is H or CH,; 

A : is selected from the group consisting of: 

a) H, 

b) HO, 

c) CFK 

d) CH;0. 

e) R u OCH 2 =C(0)NH, 
0 R l5 OC(0)NH, 

g) (Ci-C;)alkoxycarbonyl. 

h) HOCH 2 . 

i) CH.,ONH. 
j) CH.,C(0), 

k) CH,C(0)CH 2 , 

1) CH,C(OCH : CH 2 0).and 

m) CH-,C(OCH:CH : 0)CHj. 
or A'-C-A : taken together are CH : --C(OCH;CH : 0). C(O). or C(-NR"); 
R s is H or F. or is taken together with Q 1 as alxn e; 
R" is H or F; 

R 1 " and R 1 ' are taken together with the N atom to form a 3.7- 

dia/abicyclo[3.3.0]octane. pyrrole, pyra/ole. imidazole. 1 .2.3-triazolc. 1 .2.4-triazol 

morpholinc or a piperazine group, optionally substituted with R'"\ 

R 1 " is selected from the group consisting of: 

-SS- 
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a) CH-C(O) . 

b) IKK )) . 

c) CLCHC'lO) . 

d) HOC'H;C(0) . 
5 e) CH SO; . 

0 FjjCHUO) . 

g) H. 5 CC(0)OCH : C(0)-. 

h) HC(0)OCH 2 C(0) . 

i) R :i C(0)OCH : C(0)-. 

10 j) H,CCHCH 2 OCH;C(0) --. 

k) bcnzylOCH;C(0)-, 
l)-m) 




15 R 1 is selected from the group consisting of: 

a) R 14 OC(R"')(R r )C(0) . 

b) R 15 OC(0) -. 

c) R IS C(0) . 

d) H.,CC(0)(CH;) : C(0). 
20 e)R l<) SO; . 

f) HOCH : C(0) . 

g) R : "(CH : ); . 

h) R :i C(0)OCH 2 C(0) . 

i) (CH.0:NCH : C(O)NH . 
25 j)NCCH : . 

k) F;CHCH : . 
l)-m 
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and 



R ;4 is H. CFL. bcn/yl. orCILC(O) ; 
R 1 " is (Ci-COalkyl. aryl. or bcn/yl; 
R !< ' and R ! . independently, are H or CLh; 
5 R IS is selected from the group consisting of: 

a) H 

b) (C,-C 4 )alkyl. 

d) C1LLC , 
10 e)Cl 2 HC- 
0 FH : C , 

g) F : HC . and 

h) (OC f) )cycloalkyl; 

R 1 ' is selected from the group consisting of: 
15 a)CLL. 

b) CH : C1. 

c) CH ; CH=CH : . 

d) aryl. and 
c) CH : CN: 

20 R : " is OH. CH.O . or F: 

R :i is: 

a) CH, . 

b) HOCH : . 

c) aniline, or 

25 d) (CH.0 : N-CH; . 

R " is selected from the group consisting of: 

a) HO- 

b) CH .O- 
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C) H;N- 

d) CI I OC(( )iO . 

e) CH:C(())( )CIIC (())() . 
0 ar\i-CH : OCH : C(0)0 . 

5 g) HO(CH 2 ) : 0 . 

h) CH:OCH : 0(CH;) : 0 . and 

i) CH,OCH : 0 ; 
ni is 0 or 1 ; 

n is 1-3; 
10 pis 0-2; and 

aryl is unsubstituted phenyl or phenyl unsubstituted with one of the following 

a) F, 

b) CI, 

c) OCH,. 

15 d)OH, 
e) NfK 

0 (C r C 4 )alkyl. 

g) 0C(0)0CH,. or 

h) NO,; 

20 and protected fonns thereof. 

35. The method ol claim 34 wherein R' is selected from the group 
consisting of 3-fluoro-4-[4-(benzyloxycarbonyl)-l - piperazinyljphenyl, 3-fluoro-4-(4 
moipholinyOphenyl. 4-( 1 . 1 -dioxohexahydro- 1 /. <> -thiopyran-4-yl)-3-fluorophenyl, 3- 

25 nuoro-4-tetrahydro-2H-thiopyran-4-viplienyl. 3,5-dilluoro-4-(4- 

thioniorpholinyl)phenyl. 3-fluoro-4-(3-thietanyl)phen\i. and 4-( 1 . 1 -dioxido-3- 
thietan\i)-3-nuorophenyl. 

36. The method of claim 32 where R ' is CVC- tertiary alkyl. 

30 



37. The method of claim 36 where R ' is tertiary butyl. 
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38. The method of claim 32 w here R~ is methyl. 

39. The method of claim 32 w here X is CI. 

5 

40. The method of claim 32 wherein the (S)-oxazolidinone is (S)- 
N-[[3-(3-fluoro-4-morpholinylphen\i)-2-oxo-5-o\a/olidinyl]methyl]t- 
butoxycarbamide. 

10 41. A method of preparing an (S)-oxazolidinone having a general 

structural formula: 



o 

R, II 



NH R r , 



wherein is CVC (1 alkylcarbonyi, C|-C f) cycloalkylcarbonyk Ci-C (1 
1 5 alkylthiocarbonyl, or CrC<, cycloalkylthiocarbonyk and R 1 is optionally substituted 
aryl, or a salt or hydrate thereof, comprising: 

(a) contacting a carbamate having a general formula 



20 



R -NH-CO-OCH:-R\ 

wherein R" is selected from the group consisting of C1-C20 alky], CVC 
cycloalkyk aryl optionally substituted with one or tw o CVC; alkyi or halogen groups, 
allyl. 3-methylall\i, 3,3-dimethylallyk vinyl, styrylmethyl, benzyl optionally 
substituted on the phenyl with one or two CI. C1-C4 alky L nitro, cyano. or tri- 
nuoromethyl groups, 9-fluorenylmethyk trichloromethvlmethyl, 2-trimethyl- 
silylethyh phenylethyl. l-adamantyk diphenyimethyk 1 ,1 -dimethylpropargyl, 2- 
furanylmethyk isoborm 1, and hydrogen; with 

1) a secondary alcohol of a general structural formula: 
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X OH 
\ 




NH O R J 



Y 

O 

wherein X is a halogen, alkylsulfonvL or arylsulfonyl, and R 1 is C]-C ]{) 

alkyl; or 

ii) an epoxide having a general structural formula: 



-NH O R, 

o 



in the presence of a lithium cation and a base whose conjugate acid has 
a pKa of greater than about 8, to provide a ring-t-butylcarbamyl compound of a 



10 general structural formula: 




(b) contacting the reaction product of step (a) with aqueous acid; 

and 

1 5 ( C ) contacting the reaction product of step (2) with a base and an 

acylating or thioacylating agent selected from the group consisting of (i) an acid 
anhydride of the structural formula O(R'): , (ii) an activated acid of the structural 
formula R^X, or (hi) a dithioestcr of the structural formula R-"S(C=S)R/ , wherein R 
is CVCY alkylcarbonyl. C r C (1 cycloalkyicarbonyl, C,-C ( , alkylthiocarbonyl, or C r (\, 

20 cycloalkylthiocarbonyl, and X is halogen, alkylsulfonyK or arylsulfonyl. 
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42. The method of claim 41 further comprising isolating the (S) 
oxa/olidonone in a crystalline form. 



43. The method of claim 41 wherein R ! is: 




wherein Q 1 is: R"'r"N, 




or Q 1 and R s taken together are dihydropyrrolidine, optionally substituted with R 
Z 1 is CH:(CH 2 ) P , CH(OH)(CH 2 ) P . or C(O); 
7? is (0) P S. CX or N(R 13 ); 
Z ? is (O)pS or O; 
A 1 is H or CH.,; 

A" is selected from the group consisting of: 

a) H. 

b) HO. 

c) CH ;. 

d) CH;.0. 

e) R ,J OCH : -C(0)NH. 
0 R''OC(0)NH. 

g) (Ci-C.Oalkoxycarbonyl. 

h) HOCH;. 

i) CH-.ONH. 
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k) CH;C(0)CH;. 

1) C IHC<OCH : CH 2 0). and 
m) CH : .C(OCH 2 CH : 0)CH : . 
5 or A'-C'-A : taken together are CH ,-C(OCH ; CH : 0). C(O). or C(=\R"); 
R s is H or F, or is taken together with Q 1 as above: 
R'' is H or F; 

R 1 and R 1 1 are taken together with the N atom to form a 3,7- 
diazabicyclo[3.3.0]octane. pyrrole, pyrazole, imidazole. 1.2,3-triazolc. 1 ,2.4-triazole. 
10 morpholine or a piperazine group, optionally substituted with R 1 
R'~ is selected from the group consisting of: 

a) CH,C(0) . 

b) HC(O) , 

c) CHCHC(O) . 
15 d) HOCH : C(0) , 

e) CH -SO: - 
0 F ; CHC(0)- , 

g) H,CC(0)OCH : C(0) -. 

h) HC(0)OCFNC(0) . 
20 i) R :i C(0)OCH : C(0) . 

j) H,CCHCH : OCH : C(0) . 
k) benzylOC H : L (0) . 
D-m) 



VJ \=J 

. and 



R 1 ' is selected from the group consisting of: 
a) R l4 OC(R"')(R r )C(0) . 
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b) R i? OC(0) . 

c) R ls C(0) . 

d) H:CX"<0)(CH;);C<0). 

c)R' 'SO : . 
5 0 HOCH : C(0) . 

g) R : "(CH 2 ): - 

h) R :i C(0)OCH;C'(0) , 

i) (CH;,);NCH 2 C(0)NH . 

j) NCCH 2 -. 
10 k)F 2 CHCH : , 
D-m) 



and 



R 1 1 is H. CH 3 . benzyl, or CFhC(O) ; 
15 R l? is (Ci-C.Oalkyl, aryl. or benzyl; 

R 1 ' 1 and R r . independently, are H or CFh; 
R ls is selected from the group consisting of: 

a) H , 

b) (C|-C 4 )alkyl. 
20 c) aryl(CH 2 ),„. 

d) CIH : C . 

e) CI : HC . 
0 FH 2 C- 

g) F : HC . and 
25 h) (CVC„)cycloalkyl; 

R'° is selected from the group consisting of: 

a) CH.,. 

b) CH 2 C\. 
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C) CH;CH==CH;. 

d) aryl. and 

e) CH : CN; 

R : " is OH. CH ,0 . or F; 
5 R :I is: 

a) CH, , 

b) HOCH : , 

c) aniline, or 

d) (CH.,bN-CH 2 . 

10 R" is selected from the group consisting of: 

a) HO- 

b) CH,0- 

c) H 2 N- 

d) CH,OC(0)0 -. 

15 e)CH,C(0)OCH 2 C(0)0 , 

t) aryl-CH : OCH : C(0)0 . 

g) HO(CH 2 ) 2 0 , 

h) CH.;OCH 2 0(CH:) : 0 .and 

i) CH;OCH : 0 ; 
20 m is 0 or 1 ; 

n is 1 -3: 

p is 0-2; and 

aryl is unsubstituted phenyl or phenyl unsubstituted with one of the following: 
a) F. 

25 b) CI. 

c) OCH... 

d) OH. 

e) NH : . 

0 (C,-C 4 )alkyl. 
30 g) OC(0)OCH ;. or 

h) NO : : 
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and protected forms thereof. 

44. The method of claim 43 wherein R 5 is selected from the group 
consisting of 3-tluoro-4-[4-(henzylox ycarbonyl )- 1 - piperazinyl]phenyl 3-Huoro-4-(4- 
morpholmyDphenyh 4-( 1 , 1 -dioxohcxahydro- 1 >. {, -thiopyran-4-yl )-3-nuorophenyL 3- 
nuoro-4-tetrahydro-2H-thiopyran-4-\iphenyL 3,5-difluoro-4-(4- 
thiomorpholinyDphcnyL 3-nuoro-4-(3-thietanyl)phenyT and 4-( U-dioxido-3- 
thietanyl)-3-fluorophcnyl. 



10 



45. The method of claim 41 wherein R 3 is C 4 -C 7 tertiary alkyl. 



15 



46. The method of claim 45 wherein R 3 is tertiary butyl. 

47. The method of claim 41 wherein R : is methyl. 

48. The method of claim 41 wherein X is CI. 

49. A method of preparing an (S)-oxazolidinone having a general 
structural formula: 



20 



o 
i! 



NH 



wherein R l is optionally substituted aryl, and R" is CVC 0 
alkylcarbonyL C r C (1 cycloalkylcarbonyl C r C (1 alkylthiocarbonyl. or C r C (1 
■cloalkvlthiocarbonyl; or a salt or hydrate thereof, comprising: 

(a) contacting a carbamate having general structural formula: 



CYC I 



R ! -NH-CO-0-R : 
-65- 
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wherein R : is selected from the group consisting of Ci-C;,. alkyl. C .,-C 
cvcloalkyl. aryl optionally substituted with one or two C = -C alkyl or halogen groups, 
allyl. 3-methylallyl. 3.3 -dimethylallyl. vinyl, styrylmethyl. benzyl optionally 
substituted on the phenyl with one or two CI. C,-C 4 alkyl. nitro. cyano. or 
trinuoroniethyl groups, 9-fluorenylmeth\i. trichloromethylmethyl. 2- 
trimethylsilylethyl, phenylethyl. 1-adamantyl. diphenylmethyl. 1,1- 
dimethylpropargyl. 2-furanylmethyl. isobornyl. and hydrogen; 

with a (S)-protected alcohol ester having a general structural formula: 



10 




NH O — R, 



Y 

O 



wherein X is a halogen, alkylsulfonyk or arylsulfonyl; R" is C r C] 0 
alkyl; and R 4 is hydrogen or C r C 5 alkylcarbonyl; 

in the presence of a lithium cation and a base whose conjugate acid has 
a pKa of greater than about 8, to provide an (S)-protcctcd oxa/olidinone having a 
general structural fonnula: 



A 



KJ O 



NH O — R ? 



Y 



(b) contacting the reaction product of step (a) with an aqueous acid 
to produce an (S)-oxazolidinonc free amine having a general structural formula: 

o 

R, II 



-NH 



20 
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and (c) contacting the reaction product of step (b) w ith a base and an 
acvlating or thioacylating agent selected from the group consisting of (i) an acid 
anhydride of the structural formula 0(R/ ): , (ii) an activated acid of the structural 
5 formula R'X, or (iii) a dithioester of the structural formula R > S(C-S)R > , wherein R" 
is Ci-Cf, alkylcarbonyi, Cj-CV cycloalkylcarbonyh CVC, alkylthiocarbonyl, or C\-C () 
cycloalkylthiocarbonyh and X is halogen, alkyisulfonyi, or arylsulfonyi. 

50. The method of claim 49 further comprising isolating the (S)- 
10 oxazolidonone in a crystalline form. 

51. The method of claim 49 wherein R l is: 




or Q 1 and R s taken together are dihydropyrrolidinc. optionally substituted with R 1 ; 
Z 1 is CH:(CH:) P . CH(OH)(CH : ) p , or C(O); 
20 Z 2 is (0) P S, O, or N(R 13 ): 

Z ; is (0) P S or O; 
A 1 is H orCH;,; 

A" is selected from the group consisting of: 
a) H. 
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b) HO. 

c) CM.,. 

d) CH.O. 

e) R 14 OCH : =C(0)NH. 
5 f) R'-OC(0)NH. 

g) (Ci-COalkoxycarbonyl. 

h) HOCFK 

i) CFhONH. 
j) CHjOO), 

10 k)CH,C(0)CH 2 , 

1) CH 3 C(OCH ; CH : 0),and 
m) CH.;C(OCH 2 CH : 0)CH 2 , 
or a'-C-A 2 taken together are CH 3 -C(0CH : CH 2 0). C(O), or C(-NR 2: ); 
R x is H or F, or is taken together with Q' as above; 
15 R" isHorF; 

R 1 " and R 1 ' are taken together with the N atom to form a 3.7- 
dia/abicyclo[3.3.0]octane, pyrrole, pyra/olc, imidazole. 1 ,2,3-triazole. 1 .2.4-tnazole. 
niorpholine or a pipcrazine group, optionally substituted with R 1 
R i: is selected from the group consisting of: 
20 a)CI-hC(O) . 

b) HC(O) . 

c) C1:CHC\0) . 

d) HOCH : C(0) . 

e) CH.,SO : . 
25 0 F : CHC(0) . 

g) H-,CC(0)OCH : C(0) . 

h) HC(0)OCH : C(0) . 

i) R :, C(0)OCH;C(0) . 

j) H;.CCHCH;OCH : C(0) . 
30 k) ben/.ylOCH : C<0) . 

D-m) 
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R 1 ' is selected from the group consisting of: 

a) R ,4 OC(R" , )(R r )C(0) , 

b) R 1? OC(0) . 

c) R lx C(0) . 

d) H ; CC(0)(CH;);C(0). 

c)R'"SO: . 

g) R : °(CH:h-. 

h) R :i C(0)OCH:C(0>- 

i) (CH ? hNCH : C(0)NH-, 
j) NCCH; , 

k) F : CHCH : . 
D-m) 

Cr ao ' Cr ao ' <°XX 

and 



R 14 is H. CH;,. benzyl, or CH-.C(O)-: 

R' 5 is (Ci-COalkyl. aryl. or benzyl; 

R 1 " and R r . independently, are H or CH-; 

R IS is selected from the group consisting of: 

a) H . 

b) (C,-C 4 )alkyl. 

c) aryl(CH;),„. 

d) ClH : C . 

e) C1;HC . 
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0 FH;C . 

g) FTIC . and 

h) (CVC'Jcycloalkyl; 
R ] '' is selected I'rom the group consisting of: 

5 a) CFh. 

b) CH : CT, 

c) CH:CH-=CH 2 . 

d) aryl. and 
c)CH ; CN; 

10 R : " is OH, CH.iO , orF; 

R 21 is: 

a) CFh-. 

b) HOCH 2 , 

c) aniline, or 

15 d)(CH;,):N-CH 2 , 

R 22 is selected from the group consisting of. 

a) HO- 

b) CH ,0- 

c) H : N- 

20 d)CH,OC(0)0 . 

e) CH;,C(0)OCH : C(0)0 . 
0 aryl-CH : OCH;C(0)0- . 

g) HO(CH : ) 2 0 . 

h) CH 3 OCH ; 0(CH 2 ):0 . and 
25 i)CH*OCH : 0 : 

m is 0 or 1 ; 

n is 1-3; 

p is 0-2; and 

aryl is unsubstituted phenyl or phenyl substituted with one of the following: 
30 a) F. 

b) CI. 

-70- 




* ♦ 

PATENT APPLICATION 
28341 6301 A. US 

c) OCH . 

d) OH, 

e) NTK 

0 (C,-C 4 )alkyK 
5 g) OC(0)OCTL, or 

h) N0 2 ; 
and protected forms thereof. 

52. The method of claim 51 wherein R 1 is selected from the group 
10 consisting of 3-fluoro-4-[4-(benzyloxycarbonyl)-l - piperazinyljphenyl, 3-fluoro-4-(4- 

morpholinyOphenyh 4-(l ,1 -dioxohexahydro-lX (> -thiopyran-4-yl)-3-fluorophenyl, 3- 
fluoro-4-tetrahydro-2H-thiopyran-4-ylphenyl. 3,5-difluoro-4-(4- 
thiomorpholinyl)phenyl, 3-fluoro-4-(3-thietanyl)phenyl, and 4-(l,l-dioxido-3- 
thietanyl)-3-fluorophenyl. 

15 

53. The method of claim 49 wherein R/ is C 4 -C 7 tertiary alkyl. 

54. The method of claim 53 wherein R/ is tertiary butyl. 
20 55. The method of claim 40 w herein is R~ is methyl. 

56. The method of claim 40 w herein X is CI. 
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